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4y*-u4*y-6 (IL-6) yy&n-y. h*m%jf&ftt: V 
[ft^8] vtf*iL-6S&#K:>tf ^n--^;i/K^**MRi6-im#: 

ffiximmn* 

m&m 1 0] n-e^mmzM-r^^ hsft^*^ h§HtPM-im#T*& 

1 ffifE^^ 11-3073436 
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[0 0 0 1] 
[0 0 0 2] 

IL-6&B MMfflfflLm*2 (BSF2)&£ Wi-f>#- 7 jcn>j8 2 t&VZffiZtlfc 

l/T£§JI£*l (Hirano, T. et al., Nature (1986) 324, 73-76 ) , W 

(Akira, S. et al., Adv. in Immunology (1993) 54, 1-78) „ IL-6&, T V > 

^m&fflm<Df&^Jtzmm?&zt.jjm&2nT^z> aotz, m. et ai., j. ex 

P. Med. (1988) 167, 1253-1258) „ 
[0 0 0 3] 

, IL-6#^^3#^*$j80kD© U iSy K*g^ttSfi*t©IL-6S*flfe** (Ta 
ga, T. et al., J. Exp. Med. (1987) 166, 967-981, Yamasaki, K. et al., Sc 
ience (1987) 241, 825-828)„ IL-6f^#tt, aBSI?:II IT|I1M±{:^ 
1-SK3B-&M©ffiJC, £lC^(D«^^7^&£^ttIL-6^#£ btt)# 

>nu^> K^ftco^^;i/^ic#fc^^*^i3okD <Dmm 

6ICgpl30 T'fe-Sc IL-6i:IL-6^#:iiIL-6/IL-6g§#:^^$:^b, #CV^ 

•?gpi3o tm&'t&z.inz&v* iL-6(D^m^mm^mmmz.^M^n^> da 

ga, T. et al., Cell (1989) 58, 573-581) „ 
[0 0 0 4] 

IL-6T>#3'~;* Mi> IL-6©^i»^&5?Sffi©e3SS:lfi«F"r«i»«T&S. ' 

2 ffifE4f ¥ 11-30 73436 



#5p 10 — 251796 

*l£T*{C, IL-6tC*f"*-SiS# (miL-6m#:) . IL-6%mmztt-t2>tt{k CtrtIL-6 
S3gs#m#) . gPl30 tC^ft-^m^ (mgpl30 tfiflO , IL-63fc^flc, IL-6X&IL 

fitIL-6^^#:tn:^JCg8bTli, ^ < (Novick, D. et al. f H 

ybridoma (1991) 10, 137-146 , Huang, Y. W. et al. f Hybridoma (1993) 12, 
621-630 , mV&ftWt&m&ffl^WO 95-09873 , 7 ? >*4$fr mM^^##FR 2 
694767, 3feiB#fF##US 521628 ) „ f©- oTaDSV^tfiftcPM-l (Hirata, 
Y. et al., J. Immunol. (1989) 143, 2900-2906) ©*BSH£&/£Wc (CDR; com 
plementarity determining region ) £n h ffifa'^&l&'t Z> 3 £. tC<fc »J#?>tl^i 
H hMftPM-im##&£;TlTV>£ (HI^#fpai0^H#-^WO 92-19759 ) „ 
[0 0 0 5] 

ft* (pancreatitis) li, liiJSttfttC i *J RfflffiAlC 33 g BtlUt 

3*13; T*tC, Att»lftJft#i:<i^A<Z)*ffijfil^««<3DIL 

#^3b^^><Z)IL-6M^7b^'(ii•e^>-5^^:^#^$tlrv^«> (de Beaux A.C. et a 
1., Brit. J. Surgery, 83, 1071-5, 1996) . £ jfil^IL-6>fitii, 

Z>Z.tfr*>, B0k<Dm&&*^W?&fc&<DmmiZ&&£^Z.bnT&fc (Inag 
aki, T. et al., Pancreas, 14, 1-8, 1997 ) 0 
[0 0 0 6] 

;rn**efcttP!*T?fci:, iL-i&tfTNF #^Mi:»<W««;rfc#j*«2*iT 

L<ffl.'P~$'Z>Z.£t? i %k J ££frT^Z> (Denham, W. et al., Gastroenterology, 1 
13, 1741-6, 1997) „ SbiC, ^tie>©EW^€:fflV^fcp^©?&*©«*^l&ft 
i E-r;i/£/SV , *T&$*lT (Norman, J. et al., Surgery, 117, 648-655, 19 
95, Hughes, C.B. et al., American J. Surgery, 171, 274-280, 1996,, Norma 
n, J. et al., Surgery, 120, 515-521, 1996 ) „ 

3tl*T'{C^{CfeVNTmiL-6^#:m^©IL-6T>^ =f- 

3 mtiE#^ i 1-3073436 
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7. h ^m^iL-6(D^m^^'^^^i^u^^n^it^^nx^-r, mi 

-6^#m## © I L-6 r y * =f - x h iC £ & avr 3 £ e> *i t ^ 

[0 0 0 7] 

[0 0 0 8] 

[M 5: MVk-t S T~ & co^S] 
-f (1) IL-6T>#=f-;* h£«it/&^£bT^t-£>P 

^mmitt-tc. (3) IL-6^£MC*f"T£ : E>' *P-^/l/*fi#«:^S&/*#£b 
[0 0 0 9] 

£ b<lit: hiiifafenW® (C zm~?z>o 

[0 0 10] 

t b t ^ -r s m#i ffix itftmM * z> . 

(8) fc hMftPM-l^#£^/&#£ 

4 mSE#^ 11-3073436 



0-251796 



msmtetfr. o) tula (i) ~ (8) £iB«©iL-67>*=f-*h&^3& 

*mmte£t^ (i o) tffia cd ~ (8) izmm<DiL-6T>*3—xhzm 

isX^mi-&Bmz&v&wmwmMfflMZM&tz> B 
&9&mtezbiz. (id mm o) ~ (8) izmmcDih-e^mzM-r^tfc 
LT^m^zBmz&nzBm&mwfflnziiiifc-tz* 

[0011] 

ttfclM*rS*»5fe<&S. 1L-67ZS *3—Xblt. #*b<»IL-6, IL-6ggf# 
&tfgpl30 ©V>-Ttl^«)^lcMt--2>PIS : ^ffi$:^'t-<5^R-efe€>c IL-67># 
rf-Xh^LTli, M^l«IL-6t^#:, tn;iL-6^^#:in;#, mgpl30 IL-6 

[0012] 

#&tc <£ y ffittate^ £ ^ ifc^ * * - -e^st«tft u fcfi ^ icM^ s *i * % © 

[0013] 

Z1<D <fc -5 &£>vft£ MH166 (Matsuda, T. et al., Eur. J. Immunol. (1 

5 ffiaE^^F 1 1-3073436 



0 — 2517 



988) 18, 951-956) ^SK2 tfiik (Sato, K. et al., f|2im B&ft&^^t®^ 

, ^ga^(i99i) 21, 166) mtfmvf e>*i£ 0 

[0014] 

AfiseUlcWu i^^IL-6*^^z^£$:#Sg•r-5^C^d:^(7)i:e)^C•ttl^^J:V^ Q ^JA«, Jfi& 
^fCD^iiiMilbT^ffi^tl-Sb: ML-6ii, Eur. J. Biochem (1987) 168, 54 
3-550 . J. Immunol. (1988) 140, 1534-1541 , fe^V^iAgr. Biol. Chem. (19 
90) 54 , 2685-2688 lCg§^£ tlfc IL-63tfcdV7 ^ J Wm&Pi&m V\£ 3 £ K <fc o 

lL-6©a^gB^[I^^©56^^^^-^t-#AbTji^^?iiM&^K^ 

ST^tgU ^(Z)^IL-6gaM$:Sf^^5^;Mi:bTMv^4a«i:v^ 0 IL-6^ 

[0 0 15] 

3©m#:ttIL-6^^^i:^1-^z:i:lCi: »J, IL-6©IL-6 

[0 0 16] 

feffiibt. LT13\ MR16-l#t# (Tamura, T. et al. Proc. Natl. Acad 
. Sci. USA (1993) 90, 11924-11928), PM-ljfifls (Hirata, Y. et al., J. Immu 
no 1. (1989) 143, 2900-2906) , AUK12-20^^, AUK64-7 tfi&2bZ> V%1± AUK 146-1 

6 ffi£E#¥ 1 1-3073436 
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5 ifCft (fflR§S#fFffi^kHi##WO 92-19759) &if##tf£*l d *l £ <D ? 13 1? 
, #^^^bV^m^^LTPM-im^^#if ^tl^>o 
[0 0 17] 

^Xli&«F25m (^mo<lirp*l TS1 #3 -if) IC, ^2 ^7 ^100 (C 
, FERM BP-2998i: L/T ^"^^^ h^{C^^$BH^WfE$tlTVN^> 0 ^7^, MR1 
6-1 KM^/W^U F-vHOfrffcte, Rat-mouse hybridoma MR16-l£l,T, X 
Igi^4^1fIISff^3r (^mo<Urp*l TBI #3 #) jc, ^ 
9 *£3 ^13HC FERM BP-5875t bT^^^X b^*iJlCSt5^|S^K$tlT ^ 

So 

[0 0 18] 

■So 

jiflsi&&c&, mIL-6^#:^a^^sS:#^-r-s^c«©J;e)^c•rtl^^<^;v^ 0 #ix.# 

#EP 325474 IC, V^^IL-6^#:{lH*#ft : ai0^^#-^#|g¥3-155795lC^ 
[0 0 19] 

(pT^'ffiIL-6^^fls:) (Yasukawa, K. et al., J. Biochem. (1990) 108, 6 
73-676) t©rgi*^5 0 ^mmL-6%mfaffim$Mmmi^&LT^Z>IL-6 

7 ffiSEif^ 11-3073436 
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[0 0 2 0] 

t: ML-6S*ft&3- F-r-ScDNA^^tf^^X^ FpIBIBSF2R £#;§-r 
ffl (E.coli) li, 5jZj£^¥ (1989^) 1 £9 B#T'Iifif^#IfIIgf 
HB101-PIBIBSF2R tit, ^te##FERM BP-2232£l IT^^7 

[0 0 2 1] 

€;?n-t»tlT#SIi:)!)^t^ *»WT(efflS4i*trtspl30 mft 
tit, 4fK:nl?Li&i»Si#©=E; ^n-t;»AWt Uv>„ ntfLffr^ftf&tf)^ 

3(Z>m^«gpl30 £ffi&-?Z>Z.iHZ& *K IL-6/IL-6^flc^fls 
<7)gpl30 A©^^ifbTIL-604!|lf^t©»^A0ei$:jgiitS„ 
[0 0 2 2] 

AM64£!# (#H§¥3-2 19894) , 4B1 l^jiffc 33 J: 152H4 
Ufa (US 5571513) B-S12 Jntt £ <fc tfB-P8mtt (#1^8-291199) 

mgpi30 =t; ?u—rj\sttfcm£.^J7V F-Vtt, S*ft9tCtt^SffiS:ft 
IU WTOi^lCLT^ittS. -r^t)t>, gpl30 &j£f^$£IK£: btfffi L 

[0 0 2 3] 

8 11-3073436 
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11946 lC^$tlfegpl30 Stfc^/T^ /^@2#J£ffl^£3 £lZ£-DTm*>tlZ> 

o 

«tfts*feft, *<Dm£mmtpx&. mm±mtp& *>bw<dspi3o gajt^ 

gpl30 &»^bT^^SjmJe^gpl30 se«i:ffi©SfiKi:<iDiHl^gejBC€: 
[0 0 24] 

tttfoltS©^, Mill 79^, 7»;K /NA;**-*gf#te;8 3*i*. 
»;fTt>*l«. flSf^StJK&PBS (Phosphate-Buffered Saline ) 

Atf* y V%±TV**yY*mSM&\^ ?Ut^ nt?UWc4-2iB# 

[0 0 2 5] 

tufs^M a s ti s © mm& t. u t © nt?Li&#/ © ^ x n - -yrmm* 

. i"eiC, 4k%\(Dm* <DM$&ffi> M^-li, P3X63Ag8.653 (Kearney, J. F. et al 
. J. Immnol. (1979) 123, 1548-1550) , P3X63Ag8U.l (Current Topics in Mi 
crobiology and Immunology (1978) 81, 1-7) „ NS-1 (Kohler. G. and Milstei 
n, C. Eur. J. Immunol . (1976) 6, 511-519 ) , MPC-11 (Margulies. D. H. et 
al., Cell (1976) 8, 405-415 ) , SP2/0 (Shulman, M. et al., Nature (1978 

9 &SE#¥ 11-3073436 



4f ¥ 10 — 25 17 



) 276, 269-270 ) , F0 (de St. Groth, S. F. et al., J. Immunol. Methods 
(1980) 35, 1-21 ) , S194 (Trowbridge, I. S. J. Exp. Med. (1978) 148, 313 
-323) , R210 (Galfre, G. et al., Nature (1979) 277, 131-133 ) ^^jgg-g 

[0 0 2 6] 

, ^JVT^^-^y (Kohler. G. and Milstein, C. . Methods Enzymol. ( 
1981) 73 , 3-46) mzm^Xft? Z. t^tS. 

(PEG ) , t>#j?jjl* (HVJ ) ##£g/§;**u 3£icmMlc«fc US&1^5»£: 
[0 0 2 7] 

M^ii> BfffB^niD- ^0|g^©it5ilC^^RPMI164O^#?g. MEM * 

^h&mim (fcs ) moitmmmit&m'fzz.t&xgz. 

u&l, ^#>, 37vm.mizMULrc?EG mm, mah ^^*iooo-6ooo m 

m(D?EG mWL^n. 30-60 % (w/v ) ©mg-£»]U I^tSI i:{C iot 

©4ti:f £ l < & ^mmm^mm z x m s „ 

[0 0 2 8] 

SSA>fyy F-7S, Will HAT (t7K^i?-> 

$tv^ 0 s^hat mmwLxcDtgmiz. gmttz^^v F-TEwamm m 
m^mm) ^mt^^iz-t^-^m. mnmB-mmmmmtz* ^x, m 

1 0 ffiliEff^ 11-3073436 
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[0 0 2 9] 

U >A°^c£in vitroTfmS©mmSeKXttmiR»3S»IlfiT?«f^b, Ifif^B y> 
A^fct: xn- vimi®, 09;UiU266i:Hte3ii\ MMCD^lRXtttrtlR^^IW 
|gA©^Mt?:ft€>fi©H hS#fe«Sitt)1ftS (#£^1-59878 # 
fig) . ££fc v thifti^0l/;\-h';-?:ttSh7>^^i->y?iti 

%<kVA (HBl4f8 ! lFffi0^W#-&WO 93/12227 , WO 92/03918 , WO 94/02602 , WO 
94/25585 , WO 96/34096 , W0 96/33735 #EfD = 
[0 0 3 0] 

mn&mmm^xmttmm^&zt&nsmx&v. mfamm*x-£km&& 
>r^u F-^zztitm&&i$&zm%mmzj£i}-Lxmffi2-&. t^m^n^ 

[0 0 3 1] 

miL-6££##jtf*;jg£A>f :/y K-^©f?MK», #^3-139293{CgS 

i$«C> < tfrfJStl TBI #3 Kl, ¥f&2 ^7 JflOH iC FERM BP-2998£ bT 
h^*SflCSt5^H|»«ffiS*lfcPM-l^jt^A>f K-T&BALB/cv 

A>f^U 10%* $/jJ&Jf&jfe?l!K 5 %BM-Condimed HI 

(Boehringer Mannheim §g) ^^RPMI 1640*8%, A>f F~ VSFM igifc (GIBC 
0-BRL |g) , PFHM-II (GIBCO-BRL $g) ^©^*_h»d^PM-l 

1 1 ffiSE#^ 11-3073436 
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[00 3 2] 

iLSIRf&MV^TM^S'tirfcjlflSI^.Sf^SrfflV^S-ii:-*^^* Borreb 
aeck C. A. K. and Larrick J. W. THERAPEUTIC MONOCLONAL ANTIBODIES, Publi 
shed in the United Kingdom by MACMILLAN PUBLISHERS LTD, 1990#H§) . 
[00 3 3] 

#:tf>«T^ (V ) ««&3-Kt6iRNA&f«t5. n.RNA©#^tt, ^©^rS, 
filAtf, — isyMMfote (Chirgwin, J. M. et al., Biochemistry (1979) 
18, 5294-5299 ) % AGPCS? (Chomczynski , P. et al., Anal. Biochem. (1987)1 
62, 156-159) m IZ £ U£RNA fcfgjgU mRNA Purification Kit (Pharmacia$g) 
WZfem LTmRNA$:iiig-r-g> 0 £ tc. QuickPrep mRNA Purification Kit (Phar 
macia $g) 3 £ IC J: »J rtNA S: ifti&W38;r £ d i: 2>*T*£ 3 . 

[00 3 4] 

«e>tlfemRNAj^&3ffi|g^*3K&MV%TS£ftV 1glS©cDNAS:^-rs 0 cDNA©^ 
fifcte, AMV Reverse Transcriptase First-strand cDNA Synthesis Kit ^r^fflVv 
TffSZ. cDNA©^feJ:tJPifSf*S&tfe>JCJ45 , -A«pl.i FINDER 

RACE Kit (ClontechSg) £J;tFPCR 2b fl§ V"v£.5' -RACE & (Frohman, M. A. et 
al., Proc. Natl. Acad. Sci. USA (1988) 85, 8998-9002 ; Bel yavsky, A. et a 
1., Nucleic Acids Res. (1989) 17, 2919-2932 ) 3c$!fl§-f*<g> 3.il^T't5. # 
e>*lfePCR ^ft^e>g»i:^-SDNA Wt#&»J8U ^?#-DNA j**^ $ „ £ 

[0 0 3 5] 

1 2 1 1-30 73436 
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[0 0 3 6] 

iZik^lstmfc^mmTLmmfa. W-tf. (Chimeric) HhMft ( 

Humanized ) ^Mtt^. ^tl^<D^tfLmt. gE£tICD#?££M VnT§^ 

UM^S*SihlCj:y«e>*i« (8Jc^H4#|!rfflH^g8##EP 125023 , HHS*|#fF 
mM^B§##W0 92-19759 #M) . dC»*ntf>#&£:/§ V^, ^fg^lC^Mfc* 

[0 0 3 7] 

Mill ^^PM-lfctflscDL ilfeitfH iltf)V M^&n- F^^DNA 

F&, #^pPM-k3^J:t;pPM-hlt^^^ti, KSr^fS^JR 
fiite. National Collections of Industrial and Marine Bacteria LimitedJC, 
1991^2 ^llBJC, #*NCIMB 40366 &IFNCIMB40362 H V X *7 # *<7. F3M&ICS 

t hift^il (reshaped) t^ifti:^^ fc; hJE**©lS3Ltt 

(CDR ) ^Hh^0ffiifMI«A 

m^^^##EP 125023 , ffl|g#fFffi0;M##WO 92-19759 . 
[0 0 3 8] 

AftlftlCtt, V^Xjft^OCDR h#t#tf>:7 Iz-A^-^fl^ (FR; framew 
ork region) fcjgiig'tS J: 3 JCStefLfcDNA 5M»tC>$-- A- ^ y 

1 3 ttJIEW* 11-3073436 
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f*. *3*>*lfcDNA ^thi^C |g«S:n- K-T6DNA fcJMgU «kV^383l'< 

#Wai0^^#^EP 239400 , .H|g#&ffij££fcBg$-£U0 92-19759 $ffiD „ 
[0 0 3 9] 

T5. J gg^ttglLT^ ^ (Sato, K.et al., Cancer Res. (1993) 53, 851-856 

) o 

SHcilLTte, Cr^W&ti, Cyl „ C r 2 , C 7 3 XIZ C T 4 £dg 

sent sfcaMc. 

[0 0 4 0] 

£>*l& (SIK4#8 ! rfflH&W##WO 92-19759 „ 
[0 0 4 1] 

fritted -fcCDS'WTSt&iCstfUA S/^^/S:«||Be&»C*g^S#fcDNA fesvus-e 

human cytomegalovirus immediate early promoter/enhancer ) %:^£ltfZ> Z. t. tfi 

1 4 mSE^ 5 ! 1 1 1-307 3 436 
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[0 0 4 2] 

T>V j /i/*40 (sv 40)^<D^;i^:7°D ; e-#-/:ii:/,^>i}-— h^in> 

^-i/3>77?*-l a (HEFla) & if ©PffL^^fi^tD^n - # - /X 

mX.it. SV 40 ^n^-^-Zx^/NVif-^^M-r-S^, MulliganPj©^ 
S (Mulligan, R. C. et al., Nature (1979) 277, 108-114) , -ktc. HEF1 a ~? 
D^-^-/i>A>i^-?:W5i^ Mizushima t><Djj& (Mizushima, S 
. and Nagata, S. Nucleic Acids Res. (1990) 18, 5322 ) lZ%X.lt^M>lZMM 

[0 0 4 3] 

H^U^-*- £ ITU lacZ^n^E-* araB^D^-^-SrPtfSZliltf 
lacZyn^-^-^^M-T-S^-a-. Warde>©#& (Ward, E. S. et al. 
, Nature (1989) 341, 544-546 ; Ward, E. S. et al. FASEB J. (1992) 6, 2422 
-2427 ) , araB^n^-^-fc^JB-rS®-^ Better (Better, M. et 
al. Science (1988) 240, 1041-1043 ) IC J: 

pelBi/y-t-frmfQ (Lei, S. P. et al J. Bacterid . (1987) 169, 4379- 

4383) zmm-t *u*i:v\ zf^xMzm&znfcffifo zftM u£#> ffi&v 

M&ZmmzV :7*-;i/K (refold) IttitS W096/30394&#M 

) . 
[0 0 4 4] 

&mf&M£LTte. SV 40 , JKU>T-V^w;i/X, T^JVJJVT^ 
(BPV ) m<Dm$k<D*)<D%:%\<^2>Z\t-tfT*£. £ e>tC 

'Jni/K*^^N7>^7x7-t* (APH ) Jtfc^, if (TK) it 

1 5 £tt$E4f ^ 11-3073436 
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fcl-. JzBiWi*-y-> J ?'y#"y->ft7>ftVtfi/Ji'h5Z'X-7^ — i£ (Eco gP t) 

ate^ vtFummMTbmm (dhfr) mfc^-mz^tiz.ntfT^&o 

ffi#J33i©fc«>©^£^i±, in vitrofccfctfin vivo G>M&3Mfi&&. in v 
itro©M£^£ 1>XIZ. 

[0 04 5] 

#&& 0 m^mmtLxit. a) m%mm^> cho , cos , ^ ma- ^ 

, BHK (baby hamster kidney) , HeLa, Veroft£;\ (2) H£^flfl&. MZ.lt. T 
7 V jtjy *#3ifr9$-®mfa &£vn*(3) fiMBS, 09*.tf, sf9 . sf2U Tn5 
teEtftabfrT^Z. mmmmtlsTl*. 7t • (Nicotiana ta 

bacum)fi^O*HJB&^^ie>tlT^U, itlfc^l/Xig^-rtWiJ: JUMHJBSi: I, 
MAH ■VvjlU^-ZT. (Saccharomyces ) Mitft^^D^ 
-fe^--feUtf^x (Saccharomyces cerevisiae) % T^^l/Sr^ 

(Aspergillus ) JR. TX^;i/^f • — (Aspergillus niger 

) &£?3^*tie>*iT^£«, 
[0 0 4 6] 

mmmmzgim? z>Wi&. mmmmzm^ mmmmnvxn 

, *2§ffi (E. coli ) „ tem»*^^4xTv>s 0 

Jc^v^fe>o WAK, *g#$t£:UT. dmem, mem , rpmii640. mm^mm-t^z. 

m*x%. (fcs ) ^(Dikm^m^mmt^zn^x-m^o itt=.. m 

#st^&#ALfe«Bffi&l&*©l||[te^#'rri:»Cj:»J. in vivo KXttfa* 
[0 0 4 7] 

in vivo <Dm&&£Lx&. m&trfcm*&M&& j p&$o&vzf ! B-t&m 

1 6 ffi|E#¥ 11-3073436 
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(Vicki Glaser, SPECTRUM Biotechnology Applications, 1993 ) „ * t=. 
[0 0 4 8] 

^-V^rtC^ffi LT=t> J^,, (Ebert, K.M. et al. f Bio/Tech 
nology (1994) 12, 699-702 ) „ 
[0 04 9] 

??7-r nlC^^-fr, I0*>fnCDMJ: yM^*?:#5 (Maeda, S. et al. 
, Nature (1985) 315, 592-594) . $ & # /In £ V^*§£\ g ^CDtfiflCil 
te^fcttfe^M^*-, Mx.lipM0N 530tC#AU Zl CO {7 % - & Agrobact 
erium tumefaciens ©i^^A^^U TlC^A-TSo i«D;^f'J 7**^3, 
#JxJ£Nicotiana tabacum JC^^^^r, Antf)*gJ: U /?tM©#t;#£#£ (Ju 
lian, K.-C. Ma et al., Eur. J. Immunol. (1994) 24, 131-138) „ 
[0 0 5 0] 

Jti£<Z><fce>tCin vitroXtein vivo COj^^UCT ifLfoM 
m (H m) (L St) fc^-K^-SDNA ^M*^^**-^*^ 

T?m±£HI$^«*E#l3i2:T : feJ^U feSV^SH gt£n- Kf SDN 

fflH4*BB##W0 94-11523 #M) „ 

1 7 tfigE3$¥ 1 1-3073436 
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^©^#ir%-£&oTJ:V^ iill #ifl££>l#r#£ ITU Fab % F(ab') 2 , Fv 

x\$n mm m<D¥v&mm&v >*-^3*^s*fc*/>y^x>f >fv ( SC fv) 

[0 0 5 1] 

?#-{C2gALfc#, 13&i±IJlT^3|§f5 Co, M.S. et al., 

J. Immunol. (1994) 152, 2968-2976, Better, M. & Horwitz, A. H. Methods 
in Enzymology (1989) 178, 476-496 , Plueckthun, A. & Skerra, A. Methods 
in Enzymology (1989) 178, 476-496 , Lamoyi, E. , Methods in Enzymology (1 
989) 121, 652-663 „ Rousseaux, J. et al., Methods in Enzymology (1989) 
121, 663-669, Bird, R. E. et al., TIBTECH (1991) 9, 132-137 #f|S) 0 
[0 0 5 2] 

scFvtt, tfLftoR my m&nL mmtr&jg-t&z. z.<d 
scfvic^v>t, h gtv m^ti my m®i$vy%-. m-itv<iz, ^^fu> 

j3-&lfrLTj&%g£ftZ> (Huston, J. S. et al„ Proc. Natl. Acad. Sci. U.S 
.A. (1988) 85 , 5879-5883) . scFv&c£tf£H £V ffi.mi3£Z$L Mm*. ± 

^-f^ fu y-ft-t itii Mx«7 5 7^12-19 msfrt>tttz>&M<D— 

^ FtfM^&ti*. 
[0 0 5 3] 

scFv £ a - F-T £ DNA », f«rfEmft©H fcXtt, H M^cSrZl— F^"-5DNA 
, ££tfL StXte, L 3 - F-TS DNA ££tM£:U -€-*ie>©gB#f©3 

^0fI©T^ yiftBB^fSrn- F"TSDNA -e®lfS^IttS^7^v 
-*f£;B^TPCR UifiPSb, 7^T% ' .3 h\Z^^- FU >#-§P#£zi- 

FfSDNA fc«fctf-£<BUS8S:#*H £L L & 3*1 5.1: 3 9 >f 

1 8 fflSE4#¥ 1 1-3073436 
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[0 0 5 4] 

m^mmmtx^x. xv^i/yyvu-n, (peg ) 

[0 0 5 5] 

* D ^ h ^ :7 — IC <fc y fr 3 CI £ ^ 5 „ 77-f-f-f-^n7h^77-f 

##tf£>ft.S. ^D^-f >A A9AlCfliVvSfi#:i:bT. #IxJi. Hyper D , PO 
ROS , Sepharose F.F.^tfptf %tl2> 0 >A *lT 

[0 0 5 6] 

Mill ±ffi77-f-T'f-^nTh^77^-M©^n7h^77>f-, 

#lf£>*l<5. 3*l£>C7)^ Q7 h tf^Z?-{ -JiHPLC (High performance liquid ch 
romatography) ICS1/§L#<&. jgfBHPLC (reverse phase HPLC) &J§V*T 

% J: Vn„ 
[0 0 5 7] 

1 9 ttiiaE#^ 11-3073436 
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280 nm^^^^^ii^L, 1 mg/ml £1.35 0D tltltBtS. * fc, EL ISA K 

PH9.6 ) T* l/tg/»nc#^Lfe-Y^Jn;t MgG (TAGO^) 100/tl S:967t:/l/- 
^ (Nuncgg) izMz., 4rt- Bfe>f>#3.^-^a>L. jfttt £ HfBffc-f -5 . ^ 

. &£V*ti^l,gr£ LTH MgG (CAPPELjg)lOO^ 1 £M[JU ^fitCT 1 B£I8K 

[0 0 5 8] 

$Jfc?£ffe> 5000^#f?L^T;i/^ U °?*%-77 MgG (BIO SOUR 

CE$g) 100 n 1 £#Dx.> SHCTlW>^-htS. Sfcifft 
faMZ- J y3rx.<-i/3y<D&, MICROPLATE READER Model 3550 (Bio-Rad gg) 

*»WT«MS*lSIL-6^#li, IL-6S«*i:a)#g^?SttS:^L/, E.oIL-6 

'IL-6fc«-&ftlC*g-&?-S#, IL-6<Z)£^|$^£^l<&V^#>, IL-6lC«J:£ 

[0 0 5 9] 

iL-6gfc£#B:, il-6©t^ smmm<DT ytM^fitsr atcfc U^M 

i£, WHAT IF (Vriend et al., J. Mol. Graphics (1990) 8 , 52-56 ) £ffl^T-£ 
^-fcn- K?*5:££IB^fc^tf'<**--&#3!£:LT. MSfi^b^PCR &tC<fc 

y cfee»ic^M^#A-rsr t*c<fc y, il-6b$c^#:S:3- f 

2 0 ¥ 1 1-3073436 
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[0 0 6 0] 

IL-6BfcJ?#©;RftM£ Itit Brakenhoff et al., J. Biol. Chem. (1994) 2 
69, 86-93 , ,&tfSaviiio et al., EMBO J. (1994) 13, 1357-1367 , WO 96-1864 
8 , W096-17869lC^i^£;riTV^ o 

-6^#&3V^IL-6£©^?£4££;&U J.oIL-6©£#^|ft^<|£$:teiiL& 
V^It$)§o IL-6§P^^^ FXliIL-6^M|S^y<^ KttIL-6^ 

i&mmizmm-tz* t©^, iL-6<z>£^ft^£S:fc3iL&^£:#>. il-6ic£ 

[0 0 6 1] 

IL-6^J^^^ FXliIL-6S^^P^^y^ Ktt, IL^X«IL-6gg#©7.3 

;iffi^f)«:5^^f 3©<fc^^^^ F&, If 10-80, # 

tl<»20~50, J:^*l<tt2 0~4 0l©75;iSl5!)^a;5. 

IL-6fflS^^ KXttIL-6S#»«P^^ Ktt, IL-63Ui IL-6^#© 7 ^ 
,/MB#IJc£v^ IL-6^IL-6^^i:©^^^^fI^S:#^b. ^<D-SP 

^ Ftir^&icj: yf^js-rsr. ^*«t?#*„ 

[0 0 6 2] 

IL-6§P#^^ KXttIL-6S*f*:as^'S^ K&^^ F-£j&&fC J: y #ggf 
[0 0 6 3] 

■jn*»jctt, isia©mi 4^^ f^?j& Ete*.ft$i&tj9*/ri»£i9 

2 1 ffilE^F^ i 1-3073436 



#5£ 10 — 2517 



[0 0 6 4] 

foykmxit h v yjiTtu** yxjv-fc^m*. xFmoc^r-iiTFA zmnm^zz. 
£.tfT*gz>o boc mx-it. m7L\t-yviti^m^±uum^^ Fmmzr-v 

[0 0 6 5] 

IL-6a$^^^K&t?IL-6S«E#:as^^^ K©JUfc«H:, #P^2-188600, 
#^¥7-324097. #^8-311098^ t^ffl^ff^US 5210075lC||§^ £ tlT 

o 

[0 0 6 6] 

2 2 ffilE^ 5 ! 1 11-3073436 
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.BSF2 3titClL-6$r^DL, IKIB^ClL-67 > * h 

3 £lC<fc »J IL-6ft#tt»JB<Z> h-^$i?2s-m&&ZWj£-fftl££^o IL-6 
^#?g^ifflJ^T*&£U266$:ig*U 125 I £8&#n U |hH$ICIL-67 > 

^df^Xh$:*D^^3i:{Cj:y, IL-6^^M5g{C^Lfe 125 I ^IL-6 
£$!f5£i-6„ _LIB7y-fe>f^Mc£VNT, IL-6T> # if— ^ h Silled 
x.il-67 h <&-£jfefcvM&tt=i> hn-^$:^$, M#T^e>tl7^^ 

[0 0 6 7] 
[0 0 6 8] 

[0 0 6 9] 

© ^ b&'x tt^aau & p » ic $. & p k & « v n it mm m iz 
gftfii kg$,^ijo.oi m g ^e>ioo ■g©<eiB*eai«*is. &&v^ 

1-1000 mg , #£U< & 5-50 mg Z. £ £ -5 . 

2 3 £BSE4f ¥ 1 1-3073436 



4f 5p 10 — 2517 



[0 0 7 0] 

xfyu^y;^-^ ^^t 1 ;^^ t Mfa?*7;i/:/^> (hsa ) , v> 
— v;i/ifh-;K ^^h-^, m.m^iv^m LTWt^zn&ftffitS&ft} 

& if e> *i & 0 mmztiz w±mm$. sum icjs d t jtsao «f» e> s v * 

[0 0 7 1] 

ar. mmm. m^w&£zfmmMiz&v*mm*M i fowizwLm-?2>f)\ *m 
mitz\nt>izmfeznz>%<DT*iZte\ f \ 

B6-hIL-6h^>^^ai — ^^V^7^X«B6*=?^^ (hIL-6 h ^ £?;crL *y ? 
V^^CDlHlffi^) (Clinical Immunology and Immunopathology, vol.82, 117-1 
24, 1997) JC-fe;i/U-f> (caerulein „ Effaft&W) &£3i£*&2MCig«¥U 5 
0 /ig/kg£l B#fS;)3£tC7tIU T^XlCJMftig^Lfc., 3tf>£:^ £lV?>UL 

-efgft;^; V n^~;i/m#MRi6-m. S^©iz;i/i/-f >^<Dfiifjic. 1 mg/m 

[0 0 7 2] 

n> hn-;wcteffi#®$Bj!E (pbs ) &fl|v%fc. 8B#|g^c. v?*^^ 

2 4 ffisiE#¥ 11-3073436 
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h^rS/U >x**;> (HE) tCTlfi!<feffc, ^t»«TtCT««bfc. 
[0 0 7 3] 

(03) £IE?£v?*il (02) S:Jt!H-5*:, E^v?*<z>###H&£ 

16-l$:^-^-t§ZlhlC<k y, afc##jl£>*ifc (04) 0 ife^ot, 
S§^1»|£^ ^ X ^ t^WC £ VAT. S V U —}-ftffi{b<Dm%ktf 

o 

[0 0 7 4] 

1 . h gm'f$IL-6^flc(ftgg$g 
Yamasaki (Yamasaki, K. et al., Science (1988) 241, 825-828) iZ 

6£V^£;ft£IL-6^#:£:3- K"rScDNA<fc.^tf:79*5 KpBSF2R.236&M^T 
, PCR «6lCJ:*Jnr«fttIL-6g«#S:^Lfc. >^ X ^ KpBSF2R.236&ffl|8#iR 
Sph I -Z'ffiitLT. IL-6^fl£cDNA£#. ZL*l£mpl8 (Amersham§g) tCffAbfc 
. IL-6&WfacmAKXhv7uFyZmA?Z&t>\z^4>Lt~&&*Vz37 
9>fV-fcJBV*T, tT ha^a.-^^i^i/^i/^.^A (Amersham^f) led: 
»J, PCR i^TIL-6^^#:cDNAiC^M^#Abfec 3©«i:U^ K> 
#7^^345 ©Mtc3*A3*U «T?£'lxIL-6^fls:£:3- Kt"ScDNA^#e>tl 

[0 0 7 5] 

^^'[£IL-6^^#:cDNA£CH0 &1L8>IZ* ^^^^ KpSV (Pharmac 

ia$g) y^X^ KPSVL344 £#£ 0 dhf r©cDNA£-£fr ^ =r X $ FpE 

CEdhfrJCHind Ill-Sal IT-TO L RT?£'ixIL-6^^#;cDNA£#A U CHO 3ffl|&#§ 

2 5 fflSE^¥ 1 1-3073436 
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m?^*^ KpECEdhfr344 £#£ 0 

10 as (D^f^T.^ KpECEdhfr344 £ dhf r-CH0^If|S^DXB-ll (Urlaub, G. et al 
., Proc. Natl. Acad. Sci. USA (1980) 77, 4216-4220) a^1/«>i)A7^^7 
i-* Yffi&fe (Chen, C. et al., Mol. Cell. Biol. (1987) 7, 2745-2751 ) \Z 

, 10% JgtffFCS , lOOU/ml 2/U 100/i/ml 0XM/^hY>f i/> 

fc^tf*^ l/^-i/ K^aMEM »2Ri»§tillT?3 5ir^#bfe 0 
[0 0 7 6] 

mUSK* *l£CH0 & K#M&JRS£T? 7. V V - - > 7 U #-CDCH0 flBlg * n - 
ZK2CH0 M^a->£20nM~200nM ©^S©^ h h l^-fc- 
ipgU b«RgttIL-6g^E#jg|^CH0 SWBei|*5E27S:#fc 0 CHO Mfig^5E27S:5%FB 

s z^tijxn-^&mfK^ntgmm (imdm, cibco m) T-mmv^o m^m± 

[0 0 7 7] 

###82 . ffifc ML-6iftg)ilg 

10 /tg (Hirano, T. et al., Immunol. Lett. (1988) 17, 41 ) 

ffifth. tfVttl/yyv n-;i/l500$:Mv>T^n:n-^m^P3Ultj|&-^Sit 
fee /\4zfV K-V&HAT ig#?]£$:Jg^£0i (Selective Methods in C 

ellular Immunology, W.H. Freeman and Co., San Francisco, 351, 1980 ) lZ$£ 

[0 0 7 8] 

>f ££z:&ofe„ Hfe«3&sKU tfn;i/^(Z)967X-7-r ^D^b- h (Dyna 

tech Laboratories, Inc. §g, Alexandria, VA) 5:0. 1M<Z) carbonate-hydrogen c 
arbonatejg©?& (pH 9.6) tpT* 100 ft 1 ©-V^rJn; x"7^Ug (10/il/ml, Cooper B 
iomedical, Inc§g Malvern, PA) ICJ:U4 °CT*— Bfen- h Lfe„ #CV>"e % ^"l^- 

2 6 ffisiE#¥ 11-3073436 
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h£ 100 Ati <Di%v*sibLftTn''7$> (bsa ) &-£t;PBs &cj:U^mt-2 b$h 

[0 0 7 9] 

3ti5:PBS T'?5fc^tfe^ 100 /*1 ©;wyj K- v^#Jt«5:#^^iD^.. 
4 TCICT — Bfc>f>3rJ.'<- h L£„ ^l/-h%ftj^tt, 2000c P m/0.5ng/wel 1 £ 
&£J:e>fC 125 I «9K«atjtaiL-6S#5^^»iDb, ffi^Ufc«#5*©ift#*lH£«: 
A'^Y^'?^^- (Beckman Gamma 9000, Beckman Instruments, Fullerton, CA 
) T?8D£Lfc. 216 J\4-?V F-*?? U-><Dz>%32<D/\J-7V F-V^a-> 

3£«:MH166.BSF2*«»&tlfe. R^>T^U K-V#M£^*SLlL-6Jfi#MH166 telg 
Gl /c >f ^ £^ 6 . 

[0080] 

^)V^% IL-6##ttVtf*/W:/y K- v^n->MH60.BSF2 £M^TMH166 
St#K:j:SA>f K-^fc^BCW^S^DMtt&W^fc. MH60.BSF2 
l xio 4 /200/H/7i;£&£J:e>{C:$H£U r*UCMHi66 ffiifcZ&tiVyfns&M 

X., 48^ra^#L> 0.5 /*Ci/ 3 H ^ $?> (New England Nuclear, Bosto 

n, MA ) IzMttOk. HHIfi £ ^ :* 7 -r 

-_b&Cfc^, — (Labo Mash Science Co., Tokyo, Japan ) 

MH166 £i£M2IL-6U:<J: »JJH£3*i5MH60.BSF2 *fflfl&£> 3 H ^ 
©#&#&«4##«JCMFLfc. MH166 ffi#ttIL-6<0flH£S:ip 

£ 3 i: #W e> # i: & o fc„ 

[0 0 8 1] 

Hirata (Hirata, Y. et al. J. Immunol. (1989) 143, 2900-2906 ) 

IC J: ij flsjfcLfc^IL-6g^#^#MT18&CNBr£ «fc tj ?g<|4ft;£-££:-fe 
(Pharmacia Fine Chemicals$g, Piscataway, NJ) tWMOtQi^lZ. Lfc^o 

IL-6^^fls (Yamasaki, K. et al., Science (1988) 241, 825-828) £ 
mmis&o t hUn- irmB&m266*:l%if*fb — y (Wako Chemicals$g) , 10 

2 7 ffiSE*^ 11-3073436 
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mMh 'Ji^ J -JVT ^ > (pH 7.8) fcj: tf0.15M NaCl &-^trl«M p-/\°^ T ^ J V 
3L—)\,*Zy7.)V7*—)),-7)\;* : 7^ K/W Kn^DU K (Wako Chemicals$g) 
(i^^h — TfBr&tffcU -fe7TT3-^4Blf-Xi:*g^S*feMT18*ft# 

[0 0 8 2] 

BALB/cx^;*£:3 X 10 9 -ffl©U266JWJKl^ e>»feJtSB9J^»JgIL-6S^*T10 H 

. 5 X10 7 {@©U266|HBg£ 35 S (2.5«Ci) 7f*»b, ±ffii?^h- 

BTSS-ffc Lfc. L £U266?iM£ 0.04ml ^4 770 ->UBl^- 

x^^$it^MTi8m^^^L, v^v-ymmwL-es es^u o. 

25ml(Z)i?^ (pH3.4 ) fcj: »J 35 S - * — >«Sj»L-6S&#«:ifc 

ffi£-t*\ 0.025ml ©1M Tr is (pH 7.4) Tf(*J|BLfc. 
[0 0 8 3] 

0.05ml©7\^r^*y K— Tig#±?f £0.01ml©Protein G t7?0-^ (Phrama 
cia gfe^Lfc^. t77 n-^S:±SB-eW5Sibfe0.005«I ® 35 

S mmiL-6^mi^mmil t ^IZ 4 y^-=LK~ Mfc. ^ft^KSrSDS-PAGET 

igGi/cM^-^^^^r^^^-r^c 

[0 0 84] 

/w^y K^-vpji-i*f^^-sfit#©t ML-6S^#tc^-r*iL-6©ig^iaw 

iSffifct: hil:nn-vM^U266£Mv^ig^£o h^MlL-6$:^® J: »J 
(Hirano, T. et al., Immunol. Lett. (1988) 17, 41-45) % j$)1> h > - 
A (New England Nuclear, Boston, MA ) £«*:■»; 125 I4R8ttl,fe (Ta 

ga, T. et al., J. Exp. Med. (1987) 166 , 967-981 ) B 4 X10 5 M<Z)U266;fflfl& 
&1 f%m. 70% (v/v ) OM^iJ K-*7PM-l©**±?tfiJ:afi4000cpB© 125 
IjK»IL-6££*>JCigaiLfc. 70 #1 <£>"9->:/;i/£ 400>u,l 07On7a-i; 

2 8 miE^^f 11-30 7 3436 
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rfOjX^ \sy=9-=r--?\Z. 300^1 <Z>FCS ±{CM«U SM>©SU «±©Scti-?S 
[0 0 8 5] 

Saito, T. et al., J. Immunol. (1991) 147, 168-173 KsEW.(D^mZ J: l> „ 

^tf *W»ttIL-6S3£#&M£:f &CH0 ^BIJBS &10%FCS£^tHMDMig*?£Tig# 
L/x ^©^«_h^t^^tn:v^^IL-6^^#:St#:RS12 ChfESaito, T. et al #^ 
) fcAffigel 10>?f;b (Bioradgg) {CS^bfcT^ — ^-f -rft^-kSrffl^T 
* «T »tt I L-6S«# £ fftSI L £ o 
[0 0 8 6] 

FrjiiD^Lfc. 45H@i:7>)/M?I»?:^U 2 X10 8 X 
10 7 4@tf> 5. IQ — vMfl^P3Uli:50% CDPEG1500 (Boehringer Mannheim 

) ^^•h^mmiz^vmmm^^t^ hat *Mic-ow:/y k-y^^ 

[0 0 8 7] 

MgG (Cappelig) £=2— M/fc7"U- FJC/W :7*y F-V 

V # X IL-6S£tf*ffi#l3 £ Of7;i/A'J7^^77^- -fc*^f$ t: V VtrLV if 3r IgG 

<DVU-l/ &MR16-1 £ &tttffco 
[0 0 8 8] 

2 9 ftfjEiff-qZ 11-3073436 
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&MH60.BSF2 (Matsuda, T. et al., J. Immunol. (1988) 18, 951-956) £: 

MV^fc 3 H i?y<D~m&&T*m'<f=. 0 96iJ HCMH60.BSF2 jffljB££l 

X10 4 ffi/200ti\/V x.J]/£t£Z>&Z)lzmWllsfc B Z.<D7ls- hlC10pg/ml 
^IL-6i:MR16-im^XttRS12*L^S:12.3~1000iig/ml *x.T37°C, 5%C0 2 T*44B# 

lfici/ ?3i;\,(D 3 h ^ ^>£#n;Lfc 0 4 mm&iz 3 h 

>£D^i£^£iffi[5tLfco -€-CDM^MR16-imflsliMH60.BSF2 mf&<D 3 H 5^ 

Lfc^oT, /W:/y K-VMR16-l#jg£-t IL-6©IL-6^^lC*f 
[0 0 8 9] 

[0m<Z>ffS#&l&fg] 
[01] 

ffiib <d i z cfc »J ^ ft W ffiiffj $ ti £ r i: £ ^ f 0 T* & £ . 

[02] 
[03] 

o- 

[04] 

04 it, IL-6 h7>Xi?iC>y ^^>UC-fc;i/ U>f>S:S4hbTJ&ttM^ 

3 0 miiE#^ 1 1-30 73436 
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^#m^MR16-l(DS^tC4: U^#MI£*lT^3 0 
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